Acute and chronic stress have dissociable effects on reward sensitivity, and a better understanding of these effects promises to elucidate the pathophysiology of stress-related disorders, particularly depression. Recent preclinical and human findings suggest that stress particularly affects reward anticipation; chronic stress perturbates dopamine signaling in the medial prefrontal cortex and ventral striatum; and such effects are further moderated by early adversities. Additionally, a systems-level approach is uncovering the interplay among striatal, limbic and control networks giving rise to stressrelated, blunted reward sensitivity. Together, this crossspecies confluence has not only enriched our understanding of stress-reward links but also highlighted the role of neuropeptides and opioid receptors in such effects, and thereby identified novel targets for stress-related neuropsychiatric disorders. 
Introduction
Stress exerts powerful effects on a myriad of cognitive (e.g., learning), affective (e.g., emotional responding), and motivational (e.g., willingness to pursue rewards) processes [1] . In the current review, we provide an update on the effects of stress on reward sensitivity, which has important implications for stress-related disorders, particularly major depressive disorder (MDD). The role of stress in the onset and maintenance of MDD is well established, with estimates suggesting that up to 80% of first Major Depressive Episodes (MDEs) are preceded by major life events [2, 3] . In addition, chronic stressors are linked to more frequent relapse, treatment resistance, and higher depressive symptoms [3] . Critically, repeated uncontrollable stress has been linked to sensitization processes [3, 4] , whereby minor stressors are increasingly likely to trigger another MDE, particularly in individuals reporting early life stress (ELS) [5] .
In parallel, preclinical models have shown that chronic stress induces anhedonic behaviors [6, 7] , highlighting anhedonia as a core feature of stress-induced MDD [8] -a hypothesis increasingly evaluated in humans [3] . However, the effects of acute and chronic stress are markedly different. Acutely, stress appears to increase reward sensitivity across species, with successful coping associated with recruitment of reward-related neural resources. When stressors become chronic and uncontrollable, downregulation in dopaminergic mesolimbic pathways and anhedonic behaviors emerge -changes that might contribute to stress sensitization. The overarching goal of this review is to synthesise recent literature on brain mechanisms mediating the effects of stress on reward sensitivity (Figure 1) . Toward this end, we first examine the effects of both acute and chronic stress across species, and consider how ELS further shapes these effects. Next, we emphasize how a systems-level approach -extending inquiry from individual brain regions to neural networks -promises to better elucidate substrates implicated in stress-related effects on reward sensitivity and increase cross-species integration. We end by highlighting molecular targets that could be used to counteract the effects of stress on reward sensitivity and might represent promising treatment targets for stress-related neuropsychiatric disorders.
Neurobiological effects of stress on reward sensitivity
Preclinical and human studies have probed the effects of acute and chronic stressors on appetitive motivation. Behaviorally, acute stress is linked to an increase in incentive motivation and active coping, but severe, chronic stress abolishes these behaviors and leads to helplessness and anhedonic behaviors. These behavioral changes occur via dopaminergic modulation within mesocorticolimbic pathways. Specifically, acute stressors increase dopamine (DA) levels in the medial prefrontal cortex (mPFC) and ventral striatum (VS), particularly the nucleus accumbens (NAc), with mPFC effects observed earlier than the NAc [3]. However, uncontrollable chronic 
